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panel) were categorized according to their specificity related to reactiv-
ity against TBM, TB, BM, B, M. and CLL as follows: group I, reactive
against TBM or TB plus CLL (HLA-ABC); group 2, reactive against
BM or B plus CLL (HLA-DR); and group 3, antibodies not reactive
with CLL (autoantibodies).
In conclusion, no correlation was found between the level of antibodies
and graft survival, even when the level of cytotoxicity was > 81%.
There was no relationship between the appearance of donor-specific B
lymphocytes antibodies after transplantation and graft failure. The lack
of reactivity of the antibodies with CLL could he of prognostic value.
The effect of a transfusion program on the incidence of B hepatitis and
on the cytotoxic antibodies level. G. Barril, C. Gonzalez, J. Lubo, M.
Resano, A. G. Pineda, and F. Valderrdbano .Servicio de NefrologIa y
Sección de He,natologia, Hospital Provincial, Madrid, Spain. The
better tolerance has been observed toward the transplanted tissue in
patients who received multiple transfusion in regular hemodialysis
treatment (HD) while waiting for a suitable transplant donor. To
evaluate the possible adverse effects of a transfusion program, 62
patients who received a medium of 6'9/patient/year programmed trans-
fusions (units of concentrated red blood cells) were studied during a
period of 12 months (group A). in comparison with the data obtained
from 33 patients submitted to HD in our satellite unit who received 36/
patient/year transfusion during the same time due to worsening of the
anemia because of an increase in the level of chloramines in the water
(group B). One hundred eight patients in HD who were studied the year
prior to their entrance in the transfusion program comprised our control
group (group C). In all these patients Ag HBs, Ac HB core, and Ac HBs
were determined trimestrally by RIA, and the level of cytotoxic
antibodies were determined every 2 months by the lymphocytotoxicity
method mediated by complement. The screening for Ag HBs in our
blood bank is done by an enzyme method. In group A, a positive shift of
B virus markers was observed in 30% of the patients. During the same
period of time, a shift was observed in 27% of the patients within group
B, and the incidence in our I-ID patients the year before was 17%. In
45% of the patients in the transfusion program an increase of the liver
enzymes (GOT, GPT) was observed in comparison with the increase
observed in only 24% of the patients in group B. The level of cytotoxic
antibodies increased in 33% of the patients in group A, in 29% of those
in group B and 50% of the patients in group C. In conclusion, the
increase in the number of transfusions given to patients on HD
constituted a definite risk of hepatitis especially due to B virus and, on
the other hand, it does not seem to influence the increase in the level of
cytotoxie antibodies in any way. The practice of a pretransplant
transfusion program requires a strict screening method for B virus in
donor blood, perhaps by a RIA method to determine Ag HBs or Ac HB
core to avoid the risk of transmitting hepatitis.
Low doses of corticoids in renal transplant. .1. A ndreu, A. Caraips, A.
Brulles, M. J. Ricart, F. Oppenheimer, J. Vilardell, J. Andreu Nat'arro,
and E. Esteller. Hospital Clinico y Provincial, Unidad de Trasplante
Renal, Barcelona, Spain. Thirteen patients transplanted from a cadaver
donor (CT) and 15 from a related haploidentical donor (RT) were
treated with low doses of prednisone (5 to 10 mg/dl). These doses were
reached between 6 and 43 months after surgery in the CT (average 17
months), and between 8 and 76 in the RT (average 37 months). If there
was no rejection crisis (R) these doses were maintained for over 6
months: between 2 and 102 months in the CT (average 23 months), and
between 4 and 100 months in the RT (average 36 months). Only two out
of the 13 CT, and one out of the IS RT presented rejection crisis at 2.4,
and 13 months, respectively, after low doses were reached. Comparing
this group of patients with a similar group treated with higher doses, it is
concluded that it is possible to reduce prednisone doses to minimum
levels after 6 months after surgery. In seven CT and three RT low doses
were reached within 6 months after surgery (average 2.8 in CT and 2.6
in RT). Three out of the seven CT and one out of the three RT showed
no rejection crisis after a period of 7 to 20 months with these doses.
However, four CT and two RT had rejection, solved totally or partially
with the usual treatment. Due to the small number of patients in this
group, whether these minimum doses may or may not he reached
without risk of further rejection within the first 6 months after surgery
cannot be assured.
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The Medical Research Council Glomerulonephritis Registry. Working
Par/v on the Treatment of Glomerulonepliritis. Department of Renal
Medicine, St. James's University Ho.rpital, Leeds, England. In March
1978 the Medical Research Councils Working Party on the treatment of
glomerulonephritis established a registry to record information on renal
biopsies performed in 19 centers throughout the United Kingdom. Since
then details have been recorded on some 2643 biopsies. A clinician from
each center reports clinical information (age, sex, presentation, pres-
Graft outcome
Successful
Failed
No. Group 1 Group 2 Group 3
28 II 9 8
13 12 1 0
______ _________ ____________________
Indium.1lI-labelled platelets in the diagnosis of kidney allograft rejec-
—-
tion. J. M. Grino, J. Martin-Comin, M. Roca, R. Nogues, A. M.
_____________________________
Castelao, 3. Alsina, and A. Caralps. The Department of Nephrology
and Nuclear Medicine, "PrIncipes de Espana'' Hospital, Barcelona,
Spain. The usefulness of a diagnostic method for kidney rejection has
_______________________________________
been studied based on the image of the graft area secondary to the
trapping of autologous platelets labelled with '°In-oxine in 20 renal
cadaver transplant recipients. Platelets were labelled according to
Hawker's method and then reinjected intravenously. Scintigraphic
image was obtained at 4, 24, 48, and 72 hr after injection. The trapping
index was calculated according to the graft activity versus contralateral
fossa iliaca ratio. Diagnosis of rejection was based on clinical, biochem-
ical echographic, 311-hippuran scintigraphic and/or histological criteria.
Four patients with a functioning allograft transplanted 2 to 6 months
previously and used as a control group showed no platelet trapping.
There was an uptake in 12 patients with acute rejection (mean trapping
index, 2.35 6) and in one patient with chronic vascular rejection. No
platelet uptake was observed in three patients with sudden impairment
of renal function due to acute tubular necrosis, urinary tract obstruc-
tion, and main renal artery thrombosis. The injection of '°In-oxine-
labelled autologous platelets is a useful method to detect kidney graft
rejection.
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ence of associated systemic disease, exposure to drugs, and potential
toxins) and laboratory findings (proteinuria, renal function, serum
complement, immunological findings, and hepatitis status). A patholo-
gist reports details of light and immunofluorescence microscopy. The
data collected are entered into a computer in such a way that analyses
can be made which relate to a single center or to the entire data bank.
Analyses can he performed to determine relationships between any
given variables and also allow the identification of patients with any
combination of clinical, laboratory, or pathological findings. The regis-
try thus far has provided detailed examination of patients with a number
of clinical syndromes such as hepatitis B. Goodpasture syndrome.
Henoch-Schonlein disease, mesangial igA deposition, and mesangial
1gM deposition. Also, it has identified patients suitable for inclusion in
the current trial of high dose alternate day steroid therapy in membra-
nous glomerulonephritis. Out of 42 patients whose biopsy specimens
were reported to show membranous changes on light microscopy, five
satisfy the trial criteria but the remainder have been excluded owing to
insufficient proteinuria. previous steroid therapy, exposure to gold or
penicillamine or the presence of systemic lupus erythematosus or
sarcoidosis. In addition, the registry has provided a referral service for
advice on the interpretation of difficult biopsies.
Modification of the course of nephrotoxic nephritis by diet. A. M. El-
Nahas, S. Zoob, D. J. Ei'ans, andA. J. Rees. Departments of Medicine
and Histopathology, Royal Postgraduate Medical School, Hammer—
smith Hospital, London, England. Renal failure in patients with glomer-
ulonephritis develops relentlessly and is associated with glomerular
scarring. As the mechanisms involved are poorly understood, we are
studying factors that influence renal function and glomerular scarring
after nephrotoxic nephritis (NTN) in rats. The present experiments
describe the effect of altering dietary protein on this model. Male
Sprague-Dawley rats were immunized with rabbit gamma globulin in
complete Freund's adjuvant 5 days before nephritis was induced by
injection of 2 ml of rabbit antirat nephrotoxic serum (NTS). Seven days
later, when acute autologous phase injury was subsiding, the rats were
randomly allocated one of three diets which was continued until the end
of the experiment on day 90. These diets were isocaloric and contained
the same amount of sodium, calcium, and phosphorus hut differed in
protein content: group I normal protein (13.5 g/kg/day), group 2 low
protein (6 g/kg/day) and group 3 high protein (58 g/kg/day). Serial
measurements were made of the rats' weight, blood pressure. urine,
and serum creatinine and rat anti-rabbit IgG antibody titers. Renal
biopsy specimens were taken on days 30 and 90 and a semiquantitative
scoring system was used to assess glomeruli and tubules. Autologous
phase injury was the same before randomization and irrespective of diet
the rats grew normally throughout the experiment. Creatinine clearance
declined in the rats on a normal protein diet (see table) and eight of nine
died from renal failure before day 90.
calcification. No difference in the rats' blood pressure and antirabbit
IgG antibody titers was observed. It is concluded that factors responsi-
ble for the development of renal failure after NTN in rats are complex
and do not depend solely on the severity of the original injury. Dietary
protein reduction substantially protects against the decline in renaJ
function and the progression of glomerular scarring.
Asymptomatic hematuria and IgA nephropathy: Results of a retrospec-
tive renal biopsy study. D. A. Power, N. Muirhead, J. G. Simpson, C.
H. W. home, A. J. Nicholls, G. R. D. Catto, and N. Edward.
Department of Medicine, Aberdeen Royal Infirmary, Aberdeen Scot-
land. A retrospective analysis was carried out of all renal biopsies
performed in the Grampian Region of Scotland during the period 1977 to
1980. One hundred and eighty-four biopsies were analyzed and 14.1% of
the total, or 21.8% of all primary glomerular diseases, showed IgA
nephropathy. It was the commonest single lesion in the series. The
indication for 55% of the biopsies was the presence of asymptomatic
urinary abnormalities, most commonly asymptomatic hematuria. Renal
biopsy was diagnostic in 86.6% of patients presenting with asymptomat-
ic hematuria and 33.3% of these were found to have lgA nephropathy.
The incidence of IgA nephropathy detected in this series is similar to
that reported from France, Australia, Holland, Singapore, and Japan
but differs markedly from results previously reported from the United
Kingdom and the United States of America. The results of this study
indicate: (1) that renal biopsy is diagnostic in the majority of patients
with asymptomatic hematuria; (2) that the incidence of IgA nephrop-
athy in the northeast of Scotland is greater than that recorded in other
parts of Britain.
An animal model of chronic interstitial renal fibrosis: Increased cortical
prolyl hydroxylase activity and hydroxyproline content in N-(3,5-dichlo-
rophenyl)succinimide-induced nephritis. M. C. Barrett and S. J. Cash-
man. Department of Experimental Pathology, C/wring Cross Hospital
Medical School, London, England. Rats fed the fungicidal substance N-
(3 ,5-dichlorophenyl)succinimide develop a chronic cortical tuhulointer-
stitial nephritis in which glomeruli and blood vessels are not affected.
We have tested this nephritis for use as an animal model of cortical
interstitial fibrosis. The compound, as a suspension of 75 mg in I ml
arachis oil BP, was given by gastric intubation daily (5 to 6 days per
week) to male WAG-strain rats for up to IS weeks. Control animals
were fed oil alone. The treated rats showed a progressive increase in
proteinuria and in plasma levels of urea and creatinine compared with
control animals whose values remained constant throughout the experi-
ment. Animals were killed at intervals up to 108 days. The protocolla-
gen prolyl hydroxylase activity and hydroxyproline content of samples
of cortex were measured. These variables are useful indicators of the
activity of the collagen synthesis pathway, for example, in fibrosis of
the liver. Our investigations confirmed the development of a severe
patchy interstitial fibrosis. Lesions were scored and the results are
summarized in the table below.
Groups
1
2
3
Creatinine clearance
mI/mm/kg (means sEM)
Day 7 Day 30 Day 90
1.6 0.6 2.0 0.2 0.5 0.2
1.6 0.8 2.2 0.2 2.1 0.5
1.2 0.6 2.1 0.3 1.4 0.2
Glomerular sclerosis
score
(1 to 4) (means SEM)
Day 30
1.8 0.3
1.3 0.1
1.3 0.2
Day 90
3.4 0.9
1.8 0.5
2.5 0.1
a Or at the time of death.
There was no change in creatinine clearance between days 30 and 90 in
the 8 rats on the low protein diet and none died during the course of the
experiment. This difference is statistically significant (P < 0.0025 log
rank test). The high protein diet was also protective but to a lesser
extent with two of eight rats developing renal failure leading to death (P
< 0.0035 log rank test). Kidneys from rats on a normal protein diet
had substantial glomerular scarring, tubular atrophy, and tubular calci-
fication. In contrast, rats on a low protein diet had signiticantly less
glomerular scarring but comparable amounts of tubular calcification.
Rats on a high protein diet had severe scarring but less tubular
Prolyl
hydroxylase
specific
activity %
Control
activity
Controls' 18 100 8 0.36 0.05
3 4 154 4c 0.35 0.02
9 4 229 52' 0.47 0.07'
28 1 277 775 0.72 0.25'
50 2 335 4' 0.82 0.12'
108 4 385 46c 1.05 0.26'
a Values for the control rats were constant throughout and are
combined for this table. Prolyl hydroxylase activities in homogenates of
cortex were measured with a tritium release assay using labelled
substrate and values are expressed as percentage of control values.
Results are shown as mean values I SD with significant differences
from the appropriate control values (Student's t test).
P < 0.05.
P < 0.01.
Period of
treatment No.
days of rats
Hydroxyproline
% Dry weight
Interstitial
fibrosis
Light microscopy
+
+
++±
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Biochemical evidence of active fibrosis, that is, raised prolyl hydroxy-
lase activity, was apparent after only 3 days in treated animals. Tissue
collagen content, as measured by hydroxyproline levels, was slightly
increased by 9 days of treatment. Enzyme activity and collagen content
of the tissue then continued to increase throughout the experiment. This
increased collagen deposition was first noted at 9 days by electron
microscopy and at 28 days by light microscopy. We believe that N-(3,5-
dichlorophenyl)succinimide treatment provides a good, reliable animal
model of renal cortical interstitial fibrosis.
Evidence that the renin system is not involved in the sodium retention of
nephrotic syndrome. E. A. Brown, N. D. Markandu, G. Sagnella, M.
Squires, B. E. Jones, and U. A. MacGregor. Departments of Medicine
and Nuclear Medicine, Charing Cross hospital Medical School, Lon-
don, England. The mechanism causing sodium retention in patients
with nephrotic syndrome is controversial. Sixtecn untreated patients
with nephrotic syndrome who were gaining at least 0.5 kg/day as a
result of sodium retention were studied during the period of observa-
tion. The patients were on a sodium balance in a metabolic ward.
Twenty-four hour urinary sodium excretion (UN,V) was 34 8
mmoles, which was less than the sodium intake (average 120 mmoles/24
hr). Plasma renin activity (PRA) was normal or low in eight patients
(mean 0.63 0.20 ng/ml/hr) and high in eight patients (mean 7.56 1.59
ng/ml/hr) while they were retaining sodium. There was a significant
inverse correlation between PRA and plasma albumin (r
—0,64 , P <
0.01). To determine whether or not stimulation of the renin system
could have contributed to the sodium retention, some of the patients
with elevated PRA were studied with an angiotensin converting enzyme
inhibitor or given albumin infusions while maintained on the sodium
balance. Captopril (50 mg tds) was given for 4 days during six episodes
of spontaneous sodium retention in four patients (mean 24 hr UV, 30
19 mmoles; mean PRA, 10.58 1.32 ng/ml/hr; mean plasma
aldosterone, 864 259 pmoles/liter before captopril). During captopril
administration plasma aldosteronc fell to within the normal range (349
158 pmoles/liter). Despite this, there was no increase in sodium
excretion (mean 24 hr UNaV during captopril, 30 10 mmoles). Salt-
poor albumin (40 g given over 2 hr) was given daily for 3 days to three
patients with high PRA (mean 8.50 1.65 ng/ml/hr), high plasma
aldosterone (mean 838 456 pmoles/liter) and a blood volume below
the predicted value. After the third infusion, blood volume had in-
creased by an average of 20%, and plasma albumin had increased from
14 0.8 g/liter to 24 0.4 g/liter. Both PRA and plasma aldosterone
were suppressed to low normal levels (0.68 0.07 ng/ml/hr and 110
SI pmoles/liter, respectively). Nevertheless, all three patients contin-
ued to retain sodium, though 24 hr UNV did increase slightly from 20
7 mmoles on the lirst day to 58 37 mmoles on the third day. In many
patients with nephrotic syndrome, plasma renin activity is normal or
low during sodium retention. Patients with an elevated plasma renin
activity continue to retain sodium despite inhibition of angiotensin
converting enzyme by eaptopril or after suppression of the renin system
by albumin infusion. Sodium retention in the nephrotic syndrome
appears to be due to some mechanism other than stimulation of the
renin-angiotensin system.
Removal of '251-jnsulin from the peritubular circulation of the isolated
perfused rat kidney. J. Petersen, J. Kiraji, W. C. Dockworth, and R.
Rahkin. Aberdeen Teaching Hospitals, Aberdeen, Scotland; and Stan-
ford University Medical School, Stan fird, California, and Indiana
University School of Medicine, Indianapolis, Indiana, U.S.A. Regula-
tion of plasma insulin concentration is achieved in part by extraction
from the renal circulation by glomerular liltration and peritubular
uptake. Within the kidney, absorbed insulin is degraded rapidly and the
products of catabolism are returned to the circulation. It is unclear
whether binding to insulin-specific receptors is involved in the peritubu-
lar process, and whether following peritubular removal the hormone is
degraded to small fragments or merely undergoes minor modification
with loss of immunoreactivity. in the present study the metabolism of
'2I-insutin removed from the peritubular circulation of kidneys whose
glomerular filtration had been abolished (nonfiltering isolated perfused
rat kidneys) was examined and compared with that of 251-insulin
metabolized by filtering isolated kidneys and kidney homogenates.
Nonfiltering kidneys removed, 251-insulin significantly less rapidly
than filtering kidneys (414 75 il/min vs. 881 50 p.1/mm, P < 0.01).
Following peritubular removal, '21-insulin was degraded to low molec-
ular weight products as was seen with filtering kidneys and kidney
homogenates. Nonimmunoreaclive products of molecular weight simi-
lar to that of insulin and also products of larger molecular weight were
formed by filtering and nonfiltering kidneys. '2l-insutin trapped in the
peritubular compartment of nonfiltering kidneys was displaced several-
fold more effectively by unlabelled insulin than by several other peptide
hormones (P <0.01). The findings suggest (I) that insulin is removed by
tubular and peritubular processes with the production of similar degra-
dation products and (2) that specific perituhular receptors exist for
insulin.
Plasma urea: Creatinine ratio in renal failure. D. McGive,'n, N.
Byrom, and M. S. Knapp. City Hospital, Nottingham, England. When
plasma ui-ca (Un) is higher than might have been anticipated from a
simultaneously measured raised plasma creatinine (Cr), clinical experi-
ence suggests the presence of a nonrenal complication such as dehydra-
tion, obstruction, an abnormal diet, or excess catabolism. The relation-
ship between U. and C1 was studied in 16 males and ten t'emales during
the development of renal failure; a mean of 12 paired measurements was
considered for each patient; samples collected during complicating
events were avoided. In the population studied there was a significant
correlation between and C1:
Males: C, 2.24 U, — 10.7, r = 0.87 P < 0.01
Females: C 25.7 up — 79.1, r = 0.85 P < 0.05.
In individual patients the correlation achieved even greater
significance:
Males: Mean r = 0.95
Females: Mean r = 0.95.
The regression lines calculated for U:C allow the conversion of
plasma urea values to those for plasma creatinine if the plasma urea is
measured when the patient's progress is uncomplicated by illness,
dehydration, or an abnormal dietary intake. This is useful when
laboratory investigations early in renal failure have included only U,
but when C, is required to calculate regression lines of the reciprocal or
logarithm of plasma creatinine against time. The U:C ratio usually
remains constant throughout the development of renal failure and a
change suggests other events, such as a catabolic illness or dehydration,
and is influenced less obviously by dietary alteration of protein intake.
Operations and corticosteroid therapy cause abrupt and marked
changes. When laboratory information is stored in a computer, the
latter can calculate rapidly the ratios and plot them against time as a
graph. 'I'hcse graphs quickly draw attention to any alteration in the ratio
and alert the clinician to consider the reason for the change. The
stability of an individual's Up:Cr ratio makes this a sensitive method of
monitoring for complications.
Glucose and lipid metabolism in continuous ambulatory peritoneal
dialysis (CAPD). A. hleaton, M. Ra,no,s, I). Johnston, R. Gok-al, M. K.
Ward, and I). N. S. Kerr. Department of Medicine, University of
Newcastle upon Tyne, Newcastle upon l'vne, England. Of 60 patients
with a mean age of 41.7 years, treated by CAPE) for longer than 6
months, 30 had gained more than 5 kg in weight since starting dialysis
and only one had lost this amount. Blood levels of glucose, insulin,
lactate, and other intermediary metabolites were measured following
1.36 and 3.86% glucose exchanges in six patients. Mean blood glucose
rose from a fasting level of 4.95 0.32 to peak levels of 5.57 0.22 and
7.13 0.62 mmole/liter, 45 mm after 1.36 and 3.86% glucose exchanges,
respectively. The higher insulin levels induced by the higher glucose
levels were associated with significantly higher lactate. pyruvate. and
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alanine levels and suppression of ketogenesis, A cross-sectional study
of fasting lipids in CAPD has demonstrated a high prevalence of both
hypercholesterolemia and hypertriglyceridemia. Initial results in a
prospective study of sequential changes in lipoprotein fractions in
CAPD show a rise in total triglyceride from 1.81 0.18 to 2.23 0.39
mmole/liter at 6 months, mainly due to a rise in the VLDL fraction, and
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a rise in total cholesterol from 4.83 0.19 to 6.46 0.62 mmole/liter at
6 months, mainly due to a rise in the LDL fraction. HDL fractions
remained within the low normal range. Sequential changes in lipopro-
tein fractions are probably related both to excessive glucose absorption
and to changing dietary factors, and the effect on long-term survival on
CAPD has yet to be determined.
